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kinase, comprising administeringla compound of Formula I: 

A/D-B (I) 

or a pharmaceutically acceptably salt thereof, wherein 

D is -NH-C(0)-NH-/ 

A is a substituted moiety of up to 40 carbon atoms of the formula: -L-CM-L 1 ) q , where 
L is a 5 or 6 membered cyclic structure bound directly to D, L 1 comprises a substituted cyclic 
moiety having at least 5 members, M is a bridging group having at least one atom, q is an integer 
of from 1-3; and each cyclie structure of L and L 1 contains 0-4 members of the group consisting 
of nitrogen, oxygen and sulfur, and 

B is a substituted or unsubstituted, up to tricyclic aryl or heteroaryl moiety of up to 30 
carbon atoms with at least/ one 6-member cyclic structure bound directly to D containing 0-4 
members of the group consisting of nitrogen, oxygen and sulfur, 

wherein L l is substituted by at least one substituent selected from the group consisting of 
-S0 2 R x , -C(0)R x and -Cjf(NR y ) R z , 

R y is hydrogen <ir a carbon based moiety of up to 24 carbon atoms optionally containing 
heteroatoms selected frfom N, S and O and optionally halosubstituted, up to per halo, 

R z is hydrogen/ or a carbon based moiety of up to 30 carbon atoms optionally containing 
heteroatoms selected from N, S and O and optionally substituted by halogen, hydroxy and 
carbon based substituents of up to 24 carbon atoms, which optionally contain heteroatoms 
selected from N, S apd O and are optionally substituted by halogen; 

R x is R z or NR a R b where R a and R b are 

a) independently hydrogen, 

a carbon based moiety of up to 30 carbon atoms optionally containing 
heteroatoms selectfed from N, S and O and optionally substituted by halogen, hydroxy and 
carbon based subttituents of up to 24 carbon atoms, which optionally contain heteroatoms 
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selected from N, S and O and are optionally substituted byjitflogen, or 

-OSi(R f ) 3 where R f is hydrogen or a carbonyoased moiety of up to 24 carbon 
atoms optionally containing heteroatoms selected from N,£> and O and optionally substituted by 
halogen, hydroxy and carbon based substituents of up tcy24 carbon atoms, which optionally 
contain heteroatoms selected from N, S and O and are optionally substituted by halogen; or 

b) R a and R b together form a 5-7 membei/heterocyclic structure of 1-3 heteroatoms 
selected from N, S and O, or a substituted 5-7 memBer heterocyclic structure of 1-3 heteroatoms 
selected from N, S and O substituted by halogen, Hydroxy or carbon based substituents of up to 
24 carbon atoms, which optionally contain heteroatoms selected from N, S and O and are 
optionally substituted by halogen; or 

c) one of R a or R b is -C(O)-, a cJc 5 divalent alkylene group or a substituted C,-C 5 
divalent alkylene group bound to the moietW L to form a cyclic structure with at least 5 members, 
wherein the substituents of the substituted )C r C 5 divalent alkylene group are selected from the 
group consisting of halogen, hydroxy, and carbon based substituents of up to 24 carbon atoms, 
which optionally contain heteroatoms sheeted from N, S and O and are optionally substituted by 
halogen; 

where B is substituted, L is substituted or L 1 is additionally substituted, the substituents 
are selected from the group consisting of halogen, up to per-halo, and Wn, where n is 0-3; 

wherein each W is independently selected from the group consisting of -CN, -C0 2 R 7 , - 
C(0)NR 7 R 7 , -C(0)-R 7 , -N0 2 , -OR?, -SR 7 , -NR 7 R 7 , -NR 7 C(0)OR 7 , -NR 7 C(0)R 7 , -Q-Ar, and 
carbon based moieties of up to 24 carbon atoms, optionally containing heteroatoms selected from 
N, S and O and optionally substituted by one or more substituents independently selected from 
the group consisting of -CN, -C0 2 R 7 , -C(0)R 7 , -C(0)NR 7 R 7 , -OR 7 , -SR 7 , -NR 7 R 7 , -N0 2 , - 
NR 7 C(0)R 7 , -NR 7 C(0)OR 7 arid halogen up to per-halo; with each R 7 independently selected 
from H or a carbon based moiety of up to 24 carbon atoms, optionally containing heteroatoms 
selected from N, S and O arid optionally substituted by halogen, 

wherein Q is -O-, i-, -N(R 7 )-, -(CH 2 ) m -, -C(O)-, -CH(OH)-, -(CH 2 ) m O-, -(CH 2 ) m S-, 
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-(CH 2 ) m N(R 7 )-, -0(CH 2 ) m - CHX a -, -CX a 2 -, -S-(CH 2 ) m - and -N(R 7 )(CH 2 ) m -, where m= 1-3, and X a 
is halogen; and 

Ar is a 5- or 6-member aromatic structure containing 0-2 members selected from the 
group consisting of nitrogen, oxygen and sulfur, whia/h is optionally substituted by halogen, up to. 
per-halo, and optionally substituted by Z nl , wherein/il is 0 to 3 and each Z is independently 
selected from the group consisting of -CN, -C0 2 Rl -C(0)R 7 , -C(0)NR 7 R 7 , -N0 2 , -OR 7 , - SR 7 - 
NR 7 R 7 , -NR 7 C(0)OR 7 , -NR 7 C(0)R 7 , and a carbcm based moiety of up to 24 carbon atoms, 
optionally containing heteroatoms selected from N, S and O and optionally substituted by one 
or more substituents selected from the group consisting of -CN, -C0 2 R 7 , -COR 7 , -C(0)NR 7 R 7 , - 
OR 7 , -SR 7 , -N0 2 , -NR 7 R 7 , -NR 7 C(0)R 7 , and /NR 7 C(0)OR 7 , with R 7 as defined above. 

2. (Amended) A method as in clainA 1 wherein: 

R y is hydrogen, C M0 alkyl, C M0 alkoxy, C 3 ; 10 cycloalkyl having 0-3 heteroatoms, C 2 . 10 
alkenyl, C M0 alkenoyl, C^ l2 aryl, C 3 . 12 hetaryl having 1-3 heteroatoms selected from N, S and O, 
C 7 _ 24 aralkyl, C 7 _ 24 alkaryl, substituted C M0 alkyl, substituted C w0 alkoxy, substituted C 3 . 10 
cycloalkyl having 0-3 heteroatoms se/ected from N, S and O, substituted C 6 -C 14 aryl, substituted 
C 3 . 12 hetaryl having 1-3 heteroatoms selected from N, S and O, substituted C 7 _ 24 alkaryl or 
substituted C 7 -C 24 aralkyl, where R( is a substituted group, it is substituted by halogen up to per 
halo, 



R 2 is hydrogen, C M0 alttyl, C M0 alkoxy, C 3 _ 10 cycloalkyl having 0-3 heteroatom, C 2 . 10 
alkenyl, C M0 alkenoyl, C^ l2 a/fyl, C 3 -C 12 hetaryl having 1-3 heteroatoms selected from, S, N and 
O, C 7 „ 24 alkaryl , C 7 . 24 aralkyL substituted C M0 alkyl, substituted C M0 alkoxy, substituted C 6 -C 14 
aryl, substituted C 3 -C 10 cycloalkyl having 0-3 heteroatoms selected from S, N and O, substituted 
C 3 . 12 hetaryl having 1-3 heteroatoms selected from S, N and O, substituted C 7 „ 24 alkaryl or 
substituted C 7 -C 24 aralkyl where R z is a substituted group, it is substituted by halogen up to per 
halo, hydroxy, C M0 alkyl, C 3 . 12 cycloalkyl having 0-3 heteroatoms selected from O, S and N, C 3 . 12 
hetaryl having 1-3 hetferoatoms selected from N, S and O, C M0 alkoxy, C 6 . 12 aryl, C^ halo 
substituted alkyl up to per halo alkyl, C 6 -C l2 halo substituted aryl up to per halo aryl, C 3 -C 12 halo 
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substituted cycloalkyl up to per halo cycloalkyl having 0-3 heteroatoms selected from N, S and 
O, halo substituted C 3 -C 12 hetaryl up to per halo hetaryl having 1-3 heteroatoms selected from O, 
N and S, halo substituted C 7 -C 24 aralkyl up to per halo aralkyl, halo substituted Q-C^ alkaryl up 
to per halo alkaryl, and -C(0)R g , 
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R a and R b are, 

a) independently hydrogen, 

a carbon based moiety selected from te group consisting of C x -C 10 alkyl, Q -C 10 
alkoxy, C 3 _ 10 cycloalkyl, C 2A0 alkenyl, C M0 alk/noyl, C 6 . 12 aryl, C 3 . 12 hetaryl having 1-3 
heteroatoms selected from O, N and S, C 3 _ 12 /ycloalkyl having 0-3 heteroatoms selected from N, 
S and O, C 7 . 24 aralkyl, C 7 -C 24 alkaryl, substituted C M0 alkyl, substituted C M0 alkoxy, substituted 
C 3-io cycloalkyl, having 0-3 heteroatoms selected from N, S and O, substituted C^ n aryl, 
substituted C 3 . 12 hetaryl having 1-3 heteroatoms selected from N, S and O, substituted C 7 _ 24 
aralkyl, substituted C 7 . 24 alkaryl, where R a and R b are a substituted group, they are substituted by 
halogen up to per halo, hydroxy, C X L alkyl, C 3 . 12 cycloalkyl having 0-3 heteroatoms selected 
from O, S and N, C 3 . 12 hetaryl having 1-3 heteroatoms selected from N, S and O, C M0 alkoxy, C 6 _ 
12 aryl, halo substituted alkyl/up to per halo alkyl, C 6 -C 12 halo substituted aryl up to per halo 
aryl, C 3 -C 12 halo substituted cycloalkyl having 0-3 heteroatoms selected from N, S and O, up to 
per halo cycloalkyl, halo substituted C 3 -C 12 hetaryl up to per halo heteraryl, halo substituted C 7 - 
C 24 aralkyl up to per halo ar/lkyl, halo substituted C 7 -C 24 alkaryl up to per halo alkaryl, and 
C(0)R g ; or 

-OSi(R f ) 3 yWhere R f is hydrogen, C M0 alkyl, C M0 alkoxy, C 3 -C 10 cycloalkyl having 
0-3 heteroatoms selected from O, S and N, C 6 . 12 aryl, < C 3 -C 12 hetaryl having 1-3 heteroatoms 
selected from O, S and N, C 7 . 24 aralkyl, substituted C M0 alkyl, substituted C r C 10 alkoxy, 
substituted C 3 -C 12 cycloalkyl having 0-3 heteroatoms selected from O, S and N, substituted C 3 - 
C 12 heteraryl having 1-3 heteroatoms selected from O, S, and N, substituted C^ l2 aryl, and 
substituted C 7 , 24 alkaryl, where R f is a substituted group it is substituted halogen up to per halo, 

"3-12 



suusLiiuieu ^ 7 , 24 aiKaryi, wncrc r^ f is a suusuiuicu giuup il is suuslilulcu uaiug^n up 
hydroxy, C M0 al/yl, C 3 . 12 cycloalkyl having 0-3 heteroatoms selected from O, S and N, C 3 
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hetaryl having 1-3 heteroatoms selected from N, S and O, c/ 10 alkoxy, aryl, C 7 -C 24 alkaryl, 
C 7 -C 24 aralkyl, C,^ halo substituted alkyl up to per halo alkyl, C 6 -C 12 halo substituted aryl up to 
per halo aryl, C 3 -C 12 halo substituted cycloalkyl having Q-k heteroatoms selected from N, S and 
O, up to per halo cycloalkyl, halo substituted C 3 -C 12 hetsu-yl up to per halo heteraryl, halo 
substituted C 7 -C 24 aralkyl up to per halo aralkyl, halo substituted C 7 -C 24 alkaryl up to per halo 
alkaryl, and -C(0)R g , / 

or / 

b) R a and R b together form a 5-7 memoer heterocyclic structure of 1-3 heteroatoms 
selected from N, S and O, or a substituted 5-7 member heterocyclic structure of 1-3 heteroatoms 
selected from N, S and O with substituents selected from the group consisting of halogen up to 
per halo, hydroxy, C M0 alkyl, C 3 _ 12 cycloalkyl yhaving 0-3 heteroatoms selected from O, S and N, 
C 3 „ 12 hetaryl having 1-3 heteroatoms selected from N, S and O, C M0 alkoxy, C 6A2 aryl, C 7 -C 24 
alkaryl, C 7 -C 24 aralkyl, halo substituted CJ 6 alkyl up to per halo alkyl, halo substituted C 6 -C 12 
aryl up to per halo aryl, halo substituted y 3 -C 12 cycloalkyl having 0-3 heteroatoms selected from 
N, S and O, up to per halo cycloalkyl, halo substituted C 3 -C 12 hetaryl up to per halo heteraryl, 
halo substituted C 7 -C 24 aralkyl up to per halo aralkyl, halo substituted C 7 -C 24 alkaryl up to per 
halo alkaryl, and -C(0)R g , / 

or / 

c) one of R a or R 5 is -C(O)-, a C r C 5 divalent alkylene group or a substituted C r C 5 
divalent alkylene group bound to the moiety L to form a cyclic structure with at least 5 members, 

wherein the substituents of the/substituted C r C 5 divalent alkylene group are selected from the 
group consisting of halogen, Hydroxy, C M0 alkyl, C M2 cycloalkyl having 0-3 heteroatoms 
selected from O, S and N, cL, n hetaryl having 1-3 heteroatoms selected from N, S and O, C M0 
alkoxy, aryl, C 7 -C 24 alkaryl, C 7 -C 24 aralkyl, halo substituted alkyl up to per halo alkyl, 
C 6 -C 12 halo substituted aryl up to per halo aryl, C 3 -C 12 halo substituted cycloalkyl having 0-3 
heteroatoms selected from N, S and O, up to per halo cycloalkyl, halo substituted C 3 -C 12 hetaryl 
up to per halo heterary/, halo substituted C 7 -C 24 aralkyl up to per halo aralkyl, halo substituted 
C 7 -C 24 alkaryl up to per halo alkaryl, and -C(0)R g , 
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where R g is C M0 alkyl; -CN, -C0 2 R d , -OR d , -SR d , -NGf 2 , -C(O) R e , -NR d R e , -NR d C(0)OR e 
and -NR d C(0)R e , and R d and R e are independently selected from the group consisting of 
hydrogen, C M0 , alkyl, Cj_ 10 alkoxy, C 3 . 10 cycloalkyl having 6-3 heteroatoms selected from O, N 
and S, C M2 aryl, C 3 - C 12 hetaryl with 1-3 heteroatoms selocted from O, N and S and C 7 -C 24 
aralkyl, C 7 -C 24 alkaryl, up to per halo substituted C r C I( /alkyl, up to per halo substituted C 3 -C 10 
cycloalkyl having 0-3 heteroatoms selected from O, N and S, up to per halo substituted C 6 -C 14 
aryl, up to per halo substituted C 3 -C 12 hetaryl having A-3 heteroatoms selected from O, N, and S, 
halo substituted C 7 -C 24 alkaryl up to per halo alkary)( and up to per halo substituted C 7 -C 24 
aralkyl, 
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W is independently selected from the group consisting of -CN, -C0 2 R 7 , -C(0)NR 7 R 7 , - 
C(0)-R 7 , -N0 2 , -OR 7 , -SR 7 , -NR 7 R 7 , -NR 7 C(0)OR 7 , -NR 7 C(0)R 7 , C r C 10 alkyl, C,-C 10 alkoxy, 
C 2 -C 10 alkenyl, C r C 10 alkenoyl, C 3 -C 10 cycloalkyl having 0-3 heteroatoms selected from O, S and 
N, C 6 -C 14 aryl, C 7 -C 24 alkaryl, C 7 -C 24 araltfyl, C 3 -C 12 heteroaryl having 1-3 heteroatoms selected 
from O, N and S, C 4 -C 23 alkheteroaryl having 1-3 heteroatoms selected from O, N and S, 
substituted C r C 10 alkyl, substituted C r C 10 alkoxy, substituted C 2 -C 10 alkenyl, substituted C r C 10 
alkenoyl, substituted C 3 -C 10 cycloalkyvhaving 0-3 heteroatoms selected from O, N and S, 
substituted C 6 -C 12 aryl, substituted c/-C 12 hetaryl having 1-3 heteroatoms selected from O, N and 
S, substituted Q-C^ aralkyl, substituted Cj-C^ alkaryl, substituted C 4 -C 23 alkheteroaryl having 
1-3 heteroatoms selected from O, N and S, and -Q-Ar; 



R 7 is independently selected from H, C r C 10 alkyl, C r C 10 alkoxy, C 2 -C 10 alkenyl, C r C 10 
alkenoyl, C 3 -C 10 cycloalkyl having 0-3 heteroatoms selected from O, S and N, C 6 -C 14 aryl, C 3 -C 13 
hetaryl having 1-3 heteroatoms selected from O, N and S, C 7 -C 14 alkaryl, C 7 -C^ aralkyl, C 4 -C 23 
alkheteroaryl having 1-3 heteroatoms selected from O, N and S, up to per-halosubstituted C r C 10 
alkyl, up to per-halosubstitnted C 3 -C 10 cycloalkyl having 0-3 heteroatoms selected from O, N and 
S, up to per-halosubstitutdd C 6 -C 14 aryl, up to per-halosubstituted C 3 -C 13 hetaryl having 1-3 
heteroatoms selected from O, N and S, up to per-halosubstituted C 7 -C 24 aralkyl, up to per- 
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halosubstituted C 7 -C 24 alkaryl, and up to per-halosubstituted C 4 -C 23 alkheteroaryl; and 

each Z is independently selected from the g*x>up consisting of -CN, -C0 2 R 7 , -C(0)R 7 , 
-C(0)NR 7 R 7 , -N0 2 , -OR 7 , - SR 7 -NR 7 R 7 , -NR 7 Cfp)OR 7 , -NR 7 C(0)R 7 , C r C 10 alkyl, C r C 10 
alkoxy, C 2 -C 10 alkenyl, C r C 10 alkenoyl, C 3 -C 10 ycycloalkyl having 0-3 heteroatoms selected from 
O, N and S, C 6 -C 14 aryl, C 3 -C 13 hetaryl having 1-3 heteroatoms selected from O, N and S, C 7 -C 24 
alkaryl, C 7 -C 24 aralkyl, C 4 -C 23 alkheteroary/ having 1-3 heteroatoms selected from O, N and S, 
substituted C r C 10 alkyl, substituted C r C( 0 alkoxy, substituted C 2 -C 10 alkenyl, substituted C r C 10 
alkenoyl, substituted C 3 -C 10 cycloalkyl Waving 0-3 heteroatoms selected from O, N and S, 
substituted C 6 -C 12 aryl, substituted C 7 /c 24 alkaryl, substituted C 7 -C 24 aralkyl and substituted C 4 - 
C 23 alkheteroaryl having 1-3 heteroatoms selected from O, N and S; wherein if Z is a substituted 
group, the one or more substituents are selected from the group consisting of -CN, -C0 2 R 7 , - 
COR 7 , -C(0)NR 7 R 7 , -OR 7 , -SR 7 /n0 2 , -NR 7 R 7 , -NR 7 C(0)R 7 , and -NR 7 C(0)OR 7 . 

3. (Amended) A methc/d as in claim 1 wherein M is one or more bridging groups selected 
from the group consisting of /o-, -S-, -N(R 7 )-, -(CH 2 ) m -, -C(O)-, -CH(OH)-, -(CH 2 ) m O-, - 
(CH 2 ) m S-, -(CH 2 ) m N(R 7 )-, -Q(CH 2 ) m - CHX a -, -CX a 2 -, -S-(CH 2 ) m - and -N(R 7 )(CH 2 ) m -, where m= 
1-3, X a is halogen and R 7 is/as defined in claim 1. 




'ySff{ Amended) A method of claim 1 wherein B of Formula I is an unsubstituted phenyl 
group, an unsubstituted pyridyl group, an unsubstituted pyrimiainyl, a phenyl group substituted 
by a substituent selected from the group consisting of halogen and Wn wherein W and n are as 
defined in claim 1, a pyrimidinyl group substituted by a substituent selected from the group 
constituting of halogen and Wn, whereas W and n arenas defined in Claim 1, or a substituted 
pyridyl group substituted by a substituent selected £fam the group consisting of halogen and Wn 
wherein W and n are as defined in claim 1. 

^^(Amended) A method of claim)/^ferein B of Formula I is a substituted phenyl group, 
a substituted pyrimidinyl group, or substituted pyrridyl group substituted 1 to 3 times by 1 or 
more substituents selected from the groupnconsisting of -CN, halogen, C r C 10 alkyl, C r Ci 0 
alkoxy, -OH, up to per halo substituted/C r C 10 alkyl, up to per halo substituted C r C 10 alkoxy or 
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phenyl substituted by halogen up tc per halo. 
£ ^ J 

£&r (Amended) A method o| claim 1, wherein L, the six member cyclic structure bound 
directly to D, is a substituted or unsubstituted 6 member aryl moiety or a substituted or 
unsubstituted 6 member hetaryl moiety, wherein said hetaryl moiety has 1 to 4 members selected 
from the group of heteroatoms consisting of nitrogen, oxygen and sulfur with the balance of said 
hetaryl moiety being carbon, whfcrein the one or more substituents are selected from the group 
consisting of halogen and Wn vf herein W and n are as defined in claim 1. 

^/(Amended) A methoi of clainO^&herein L, the 6 member cyclic structure bound 
directly to D, is a substituted phenyl, unsubstituted phenyl, substituted pyrimidinyl, unsubstituted 
pyrimidinyl, substituted pyridyl or unsubstituted pyridyl group. 

J^. J (Amended) A method of claim 1, wherein said substituted cyclic moiety L 1 
comprises a 5 to 6 membered afyl moiety or hetaryl moiety, wherein said heteraryl moiety 
comprises 1 to 4 members selected from the group of heteroatoms consisting of nitrogen, oxygen 
and sulfur.^ 

^fT (Amended) A liiethod of claim 2, wherein said substituted cyclic moiety L 1 is 
phenyl, pyridinyl or pyrimidinyl. 

(Amended) A method of claim 3, wherein said substituted cyclic moiety L 1 is 
lyl. 

method of claim^ wherein said substituted cyclic moiety L 1 is 
phenyl, pyridinyl or pyrimiqinyl. 



phenyl, pyridinyl or pyrimidi 
(Amended) A 



W 



/ (Amended) A method < 

phenyl, pyridinyl or pyrimidinyl. 



' claimJSrwherein said substituted cyclic moiety L 1 is 




~^7/3 (Amended) A method of claii^jfo, wherein said substituted cyclic moiety L 1 is 

phenyl, pyridinyl or pyrimidinyl. 

\% / z 

(Amended) A method of/laim-iTfwherein M is one or more bridging groups 

selected from the group consisting of/o~, -S-, -N(R 7 )-, -(CH 2 ) m -, -C(O)-, -CH(OH)-, -(CH 2 ) m O-, 
-(CH 2 ) m S-, -(CH 2 ) m N(R 7 )-, -0(CHX- CHX a -, -CX a 2 -, -S-(CH 2 ) m - and -N(R 7 )(CH 2 ) m -, where m= 
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1-3, X a is halogen and R 7 is hydrogen or a carbon iSased moiety of up to 24 carbon atoms, 
optionally containing heteroatoms selected from N, S and O and optionally substituted by 



halogen up to per halo. 

1 ' (Amended) A method of clafrn W y wherein M is one or more bridging groups 
selected from the group consisting of -o/-S-, -N(R 7 )-, -(CH 2 ) m -, -C(O)-, -CH(OH)-, -(CH 2 ) m O-, 
-(CH 2 ) m S-, -(CH 2 ) m N(R 7 )-, -0(CH 2 ) m - <to>-, -CX a 2 -, -S-(CH 2 ) m - and -N(R 7 )(CH 2 ) m -, where m= 
1-3, X a is halogen and R 7 is hydrogeiror a carbon based moiety of up to 24 carbon atoms, 
optionally containing heteroatoms ^elected from N, S and O and optionally substituted by 
halogen up to per halo. 



4> §7^7 



in 



✓2T. (Amended) A method of claim-'fT^vherein M is one or more bridging groups 
selected from the group consisting of -O-, -S-, -N<R 7 )-, -(CH 2 ) m -, -C(O)-, -CH(OH)-, -(CH 2 ) m O-, 
-(CH 2 ) m S-, -(CH 2 ) m N(R 7 )-, -0(CH 2 ) m - CHX a yCX a 2 -, -S-(CH 2 ) m - and -N(R 7 )(CH 2 ) m -, where m= 
1-3, X a is halogen and R 7 is hydrogen or a carbon based moiety of up to 24 carbon atoms, 
optionally containing heteroatoms selected from N, S and O and optionally substituted by 
halogen up to per halo. 




\ 6. 



im^^wj 



(Amended) A method of claim^ > wKerein L 1 is additionally substituted 1 to 3 times 
y one or more substituents selected from tha/group consisting of C r C 10 alkyl, up to per halo 
substituted C r C 10 alkyl, -CN, -OH, halogen, C r C 10 alkoxy and up to per halo substituted C r C 10 
alkoxy. 



? 



(Amended) A method of claim 1 wherein L 1 is substituted by -C(0)R x 



(Amended) A me/hod of claim 1 wherein L 1 is substituted by -C(0)R x or -S0 2 R x 



wherein R v is NR a R b . 



"^krk ' (Amended) A/method of claim^v/herein L 1 is substituted by -C(0)R x or -S0 2 R x , 



wherein R x is NR a R b , and K a and R b are 
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A - D - H (I) 
or a pharmaceutically acceptable salt thereof, wherein 
D is -NH-C(0)-NH-, 

A is a substituted moiety of Jup to 40 carbon atoms of the formula: -L-CM-L 1 ) q , where 
L is a 6 membered aryl moiety or a 6 jnembered hetaryl moiety bound directly to D, L 1 
comprises a substituted cyclic moiety having at least 5 members, M is a bridging group having at 
least one atom, q is an integer of front 1-3; and each cyclic structure of L and L 1 contains 0-4 

trogen, oxygen and sulfur, and 

Bis a substituted or unsut stituted, up to tricyclic aryl or heteroaryl moiety of up to 30 
carbon atoms with at least one 6-mer iber cyclic structure bound directly to D containing 0-4 

i trogen, oxygen and sulfur, 

least one substituent selected from the group consisting of 



a) 



independently hydrog m, 



members of the group consisting of i i 

wherein L l is substituted by a|t 
-S0 2 R x , -C(0)R x and -C(NR y ) R z , 
01 R y is hydrogen or a carbon b4sed moiety of up to 24 carbon atoms optionally containing 

□ heteroatoms selected from N, S and O and optionally halosubstituted, up to per halo, 

u R z is hydrogen or a carbon based moiety of up to 30 carbon atoms optionally containing 



heteroatoms selected from N, S and ( ) and optionally substituted by halogen, hydroxy and 
carbon based substituents of up to 24 carbon atoms, which optionally contain heteroatoms 
selected from N, S and O and are op ionally substituted by halogen; 

R v is R, or NR a R b where R, an|d R h are 



a carbon based moiet) 
heteroatoms selected from N, S and C 
carbon based substituents of up to 24 



of up to 30 carbon atoms optionally containing 
and optionally substituted by halogen, hydroxy and 
carbon atoms, which optionally contain heteroatoms 
selected from N, S and O and are optionally substituted by halogen, or 

-OSi(R f ) 3 where R f is hydrogen or a carbon based moiety of up to 24 carbon 
atoms optionally containing heteroatorhs selected from N, S and O and optionally substituted by 
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~ ^ a) independently hydrogen, 

j^j/ a carbon based moiety of up to 30 carbbn atoms optionally containing 

heteroatoms selected from N, S and O and optionally substituted by halogen, hydroxy and 
carbon based substituents of up to 24 carbon atoms, which optionally contain heteroatoms 
selected from N, S and O and are optionally sub/tituted by halogen, or 

-OSi(R f ) 3 where R f is hydrogen or a carbon based moiety of up to 24 carbon 
atoms optionally containing heteroatoms selected from N, S and O and optionally substituted by 
halogen, hydroxy and carbon based substituents of up to 24 carbon atoms, which optionally 
contain heteroatoms selected from N, S and O and are optionally substituted by halogen; or 

b) R a and R b together form & 5-7 member heterocyclic structure of 1-3 heteroatoms 
selected from N, S and O, or a substituted 5-7 member heterocyclic structure of 1-3 heteroatoms 
selected from N, S and O substituted/by halogen, hydroxy or carbon based substituents of up to 
24 carbon atoms, which optionally contain heteroatoms selected from N, S and O and are 
optionally substituted by halogen/ or 

c) one of R a or R b i/-C(0)-, a C r C 5 divalent alkylene group or a substituted C r C 5 
divalent alkylene group bound/to the moiety L to form a cyclic structure with at least 5 members, 
wherein the substituents of tl/e substituted C r C 5 divalent alkylene group are selected from the 
group consisting of halogen, hydroxy, and carbon based substituents of up to 24 carbon atoms, 
which optionally contain l/eteroatoms selected from N, S and O and are optionally substituted by 
halogen. 



r , . - >5TJl Amended) A method of clairru^^wherein L 1 is substituted by -C(0)R x or -S0 2 R x , 
wherein R x is NR a R b and R a and R b are independently hydrogen or a carbon based moiety of up 
to 30 carbon atoms optionally containing heteroatoms selected from N, S and O and optionally 
substituted by halogen, hydroxy and carbon/oased substituents of up to 24 carbon atoms, which 
optionally contain heteroatoms selected f/om N, S and O and are optionally substituted by 
halogen. 

^3«f^^ (Amended) A methoc/for the treatment of cancerous cell growth mediated by 
RAF kinase, comprising administering a compound of Formula I: 
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halogen, hydroxy and carbon based substituents of up to 24 carbon atoms, which optionally 
contain heteroatoms selected from N, S and O and are optionally substituted by halogen; or 

b) R a and R b together form a 5-7 mem/ber heterocyclic structure of 1-3 heteroatoms 
selected from N, S and O, or a substituted 5-7 mfember heterocyclic structure of 1-3 heteroatoms 
selected from N, S and O substituted by halogen, hydroxy or carbon based substituents of up to 
24 carbon atoms, which optionally contain h^eroatoms selected from N, S and O and are 
optionally substituted by halogen; or 

c) one of R a or R b is -C(O)-, d C r C 5 divalent alkylene group or a substituted C r C 5 
divalent alkylene group bound to the moiety L to form a cyclic structure with at least 5 members, 
wherein the substituents of the substituted C r C 5 divalent alkylene group are selected from the 
group consisting of halogen, hydroxys and carbon based substituents of up to 24 carbon atoms, 
which optionally contain heteroatoryls selected from N, S and O and are optionally substituted by 
halogen; 

where B is substituted, L/s substituted or L 1 is additionally substituted, the substituents 
are selected from the group consisting of halogen, up to per-halo, and Wn, where n is 0-3; 

wherein each W is independently selected from the group consisting of -CN, -C0 2 R 7 , - 
C(0)NR 7 R 7 , -C(0)-R 7 , -N0 2 ,/-OR 7 , -SR 7 , -NR 7 R 7 , -NR 7 C(0)OR 7 , -NR 7 C(0)R 7 , -Q-Ar, and 
carbon based moieties of upAo 24 carbon atoms, optionally containing heteroatoms selected from 
N, S and O and optionally Substituted by one or more substituents independently selected from 
the group consisting of -CN, -C0 2 R 7 , -C(0)R 7 , -C(0)NR 7 R 7 , -OR 7 , -SR 7 , -NR 7 R 7 , -N0 2 , - 
NR 7 C(0)R 7 , -NR 7 C(0)OR 7 and halogen up to per-halo; with each R 7 independently selected 

from H or a carbon based moiety of up to 24 carbon atoms, optionally containing heteroatoms 

/ * 
selected from N, S and © and optionally substituted by halogen, 

wherein Q is -Of-, -S-, -N(R 7 )-, -(CH 2 ) m -, -C(O)-, -CH(OH)-, -(CH 2 ) m O-, -(CH 2 ) m S-, 
-(CH 2 ) m N(R 7 )-, -0(Cl/ 2 ) m - CHX a -, -CXY, -S-(CH 2 ) m - and -N(R 7 )(CH 2 ) m -, where m= 1-3, and X a 
is halogen; 

Ar is a 5- or 6-member aromatic structure containing 0-2 members selected from the 
group consisting of nitrogen, oxygen and sulfur, which is optionally substituted by halogen, up to 
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per-halo, and optionally substituted by Z nl , wherein nl is 0 to 3 and each z4s independently 
selected from the group consisting of -CN, -C0 2 R 7 , -C(0)R 7 , -C(0)NR 7 ET , -N0 2 , -OR 7 , - SR 7 - 
NR 7 R 7 , -NR 7 C(0)OR 7 , -NR 7 C(0)R 7 , and a carbon based moiety of uo/to 24 carbon atoms, 
optionally containing heteroatoms selected from N, S and O and optionally substituted by one 
or more substituents are selected from the group consisting of -CN; -C0 2 R 7 , -COR 7 , - 
C(0)NR 7 R 7 , -OR 7 , -SR 7 , -N0 2 , -NR 7 R 7 , -NR 7 C(0)R 7 , and -NR 7 £(0)OR 7 , with R 7 as defined 
above; and 

wherein M is one or more bridging groups selected from ther group consisting of -O-, -S-, -N(R 7 )- 
, -(CH 2 ) m -, -C(O)-, -CH(OH)-, -(CH 2 ) m O-, -(CH 2 ) m S-, -(C&) ra N(R 7 )-, -0(CH 2 ) m - CHX a -, -CX a 2 -, 
-S-(CH 2 ) m - and -N(R 7 )(CH 2 ) m -, where m= 1-3, X a is halogen. 

(Amended) A method for the treatment of cancerous cell growth mediated by 
RAF kinase, comprising administering a compoundyof Formula I: 

A - D - B / (I) 

or a pharmaceutical^ acceptable salt thereof, wherein 
D is -NH-C(0)-NH-, 

A is a substituted moiety of up to^40 carbon atoms of the formula: -L-CM-L 1 ) q , where 
L is a substituted or unsubstituted phenyl dr pyridinyl moiety bound directly to D, L 1 comprises a 
substituted phenyl, pyridinyl or pyrimi<^nyl moiety, M is a bridging group having at least one 
atom, q is an integer of from 1-3; anc 

B is a substituted or unsujpstituted phenyl or pyridine group bound directly to D, 

wherein L 1 is substituted by at least one substituent selected from the group consisting of 
-S0 2 R x , -C(0)R x and -C(NR y ) 

R y is hydrogen or a carbbn based moiety of up to 24 carbon atoms optionally containing 
heteroatoms selected from NTS and O and optionally halosubstituted, up to per halo, and ; 

R z is hydrogen or a /arbon based moiety of up to 30 carbon atoms optionally containing 
heteroatoms selected frornr N, S and O and optionally substituted by halogen, hydroxy and 
carbon based substituente of up to 24 carbon atoms, which optionally contain heteroatoms 
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selected from N, S knd O and are optionally substituted by halogen; 
R x is R z or f! R a R b where R a and R b are 

a) inde pendently hydrogen, 

a carbon based moiety of up to 30 carbon atoms optionally containing 
heteroatoms selecte i from N, S and O and optionally substituted by halogen, hydroxy and 
carbon based subst tuents of up to 24 carbon atoms, which optionally contain heteroatoms 
selected from N, S md O and are optionally substituted by halogen, or 

-OSi(R f ) 3 where R f is hydrogen or a carbon based moiety of up to 24 carbon 
atoms optionally cc ntaining heteroatoms selected from N, S and O and optionally substituted by 
halogen, hydroxy aid carbon based substituents of up to 24 carbon atoms, which optionally 
contain heteroatoms selected from N, S and O and are optionally substituted by halogen; or 

b) R a i nd R b together form a 5-7 member heterocyclic structure of 1-3 heteroatoms 
and O, or a substituted 5-7 member heterocyclic structure of 1-3 heteroatoms 
and O substituted by halogen, hydroxy or carbon based substituents of up to 



selected from N, S 
selected from N, S 



24 carbon atoms, which optionally contain heteroatoms selected from N, S and O and are 
optionally substiti ted by halogen; or 



c) 



ono 



of R a or R b is -C(O)-, a C r C 5 divalent alkylene group or a substituted C r C 5 
divalent alkylene *roup bound to the moiety L to form a cyclic structure with at least 5 members, 
wherein the substituents of the substituted C r C 5 divalent alkylene group are selected from the 
group consisting c f halogen, hydroxy, and carbon based substituents of up to 24 carbon atoms, 
which optionally contain heteroatoms selected from N, S and O and are optionally substituted by 
halogen; 

where B is substituted, L is substituted or L 1 is additionally substituted, the substituents 
are selected from i he group consisting of halogen, up to per-halo, and Wn, where n is 0-3; 

wherein ea;:h W is independently selected from the group consisting of -CN, -C0 2 R 7 , - 
C(0)NR 7 R 7 , -C(CM-R 7 , -N0 2 , -OR 7 , -SR 7 , -NR 7 R 7 , -NR 7 C(0)OR 7 , -NR 7 C(0)R 7 , -Q-Ar, and 
carbon based moieties of up to 24 carbon atoms, optionally containing heteroatoms selected from 
N, S and O and optionally substituted by one or more substituents independently selected from 



\ 
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the group consisting of -CN, -C0 2 R 7 , -C(0)R 7 , -C(0)NR 7 R/, -OR 7 , -SR 7 , -NR 7 R 7 , -N0 2 , - 
y\ NR 7 C(0)R 7 , -NR 7 C(0)OR 7 and halogen up to per-halo; with each R 7 independently selected 
from H or a carbon based moiety of up to 24 carbon atoms, optionally containing heteroatoms 
selected from N, S and O and optionally substituted by halogen, 

wherein Q is -O-, -S-, -N(R 7 )-, -(CH 2 ) m -, -C/O)-, -CH(OH)-, -(CH 2 ) m O-, -(CH 2 ) m S-, 
-(CH 2 ) ra N(R 7 )-, -0(CH 2 ) ra - CHX a -, -CX a 2 -, -S-(C^) m - and -N(R 7 )(CH 2 ) m -, where m= 1-3, and X a 
is halogen; 

Ar is a 5- or 6-member aromatic structure containing 0-2 members selected from the 
group consisting of nitrogen, oxygen and sulfur, which is optionally substituted by halogen, up to 
per-halo, and optionally substituted by Zj(, wherein nl is 0 to 3 and each Z is independently 
selected from the group consisting of -GN, -C0 2 R 7 , -C(0)R 7 , -C(0)NR 7 R 7 , -N0 2 , -OR 7 , - SR 7 - 
NR 7 R 7 , -NR 7 C(0)OR 7 , -NR 7 C(0)R\ /and a carbon based moiety of up to 24 carbon atoms, 
optionally containing heteroatoms selected from N, S and O and optionally substituted by one 
or more substituents selected fronvthe group consisting of -CN, -C0 2 R 7 , -COR 7 , -C(0)NR 7 R 7 , - 
OR 7 , -SR 7 , -N0 2 , -NR 7 R 7 , -NR 7 (/(0)R 7 , and -NR 7 C(0)OR 7 ; and 

wherein M is one or more bridging groups selected from the group consisting of -O-, -S-, -N(R 7 )- 
, -(CH 2 ) m -, -C(O)-, -CH(OH)/-(CH 2 ) m O-, -(CH 2 ) m S-, -(CH 2 ) m N(R 7 )-, -0(CH 2 ) m - CHX a -, -CX a 2 -, 
-S-(CH 2 ) m - and -N(R 7 )(CH 2 )!l-, where m= 1-3, X a is halogen. 



1 ^42&5^ (Amended) A method as in claim^&^Ser^in substituents for B and L and 
additional substituents for L 1 , are selected from the group consisting of C r C 10 alkyl up to per 
halo substituted C r C 10 alkyl, CN, OH, halogen, C r (/ l0 alkoxy and up to per halo substituted C r 
C 10 alkoxy. 

(Amended) A method as in clain^T wherein substituents for B and L and 
additional substituents for L 1 , are selected fr^m the group consisting of C r C 10 alkyl up to per 
halo substituted C r C 10 alkyl, CN, OH, halo§jen, C r C 10 alkoxy and up to per halo substituted C r 
C 10 alkoxy. 

(Amended) A method of ^laim.5^wherein L 1 is substituted by C(0)R x or S0 2 R x 
(Amended) A method oyclaim^^wLerein L 1 is substituted by C(0)R x or S0 2 R x . 
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✓48. (Amended) A method of clainMtf wherein R x is NR a R b a^d R a and R b are 
independently hydrogen and a carbon based moiety of up to 30 carborr atoms optionally 
containing heteroatoms selected from N, S and O and optionally substituted by halogen, hydroxy 
and carbon based substituents of up to 24 carbon atoms, which Optionally contain heteroatoms 
selected from N, S and O and are optionally substituted by hsdogen. 

(Amended) A method of claim 47 wherein/R x is NR a R b and R a and R b are 
independently hydrogen and a carbon based moiety of tfp to 30 carbon atoms optionally 
containing heteroatoms selected from N, S and O anp optionally substituted by halogen, hydroxy 
and carbon based substituents of up to 24 carbon .moms, which optionally contain heteroatoms 
selected from N, S and O and are optionally substituted by halogen. 

^5Cf! (Amended) A method of claim 1 wherein the compound of formula 1 is a 
pharmaceutically acceptable salt selected from the group consisting of 

a) basic salts of orgsmic acids and inorganic acids selected from the group 
consisting of hydrochloric acid, hydrobromic acid, sulphuric acid, phosphoric acid, 
methanesulphonic acid, trifluorosulphonic acid, benzenesulfonic acid, p-toluene sulphonic acid 
(tosylate salt), 1-napthalene sulfonic acid, 2-napthalene sulfonic acid, acetic acid, trifluoroacetic 
acid, malic acid, tartaric acid, citric acid, lactic acid, oxalic acid, succinic acid, fumaric acid, 
maleic acid, benzoic acid, salicylic acid, phenylacetic acid, and mandelic acid; and 

b) acidialts of organic and inorganic bases containing cations selected from 
the group consisting of alKaline cations, alkaline earth cations, the ammonium cation, aliphatic 
substituted ammonium /ations and aromatic substituted ammonium cations. 




/ i v52<^ (Amended) A method of claim 33fl#herein the compound of formula 1 is a 
pharmaceutically acceptable salt selected from/he group consisting of 

a) basic salts of organic rcids and inorganic acids selected from the group 
consisting of hydrochloric acid, hydrobroAic acid, sulphuric acid, phosphoric acid, 
methanesulphonic acid, trifluorosulphonic acid, benzenesulfonic acid, p-toluene sulphonic acid 
(tosylate salt), 1-napthalene sulfonic arcid, 2-napthalene sulfonic acid, acetic acid, trifluoroacetic 
acid, malic acid, tartaric acid, citric /cid, lactic acid, oxalic acid, succinic acid, fumaric acid, 
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maleic acid, benzoic acid, salicylic acid, phenylacetic acid, and mandelic acid; and 

b) acid salts of organic and inorganic bases containing cations selected from 

the group consisting of alkaline cations, alkaline earth canons, the ammonium cation, aliphatic 

substituted ammonium cations and aromatic substitute^ ammonium cations. 

42> 



(Amended) A method of claim-58'wherein the compound formula 1 is a 
pharmaceutical^ acceptable salt selected from -the gfoup consisting of 

a) basic salts of organic acids and inorganic acids selected from the group 
consisting of hydrochloric acid, hydrobromic acnd, sulphuric acid, phosphoric acid, 
methanesulphonic acid, trifluorosulphonic acicy benzenesulfonic acid, p-toluene sulphonic acid 
(tosylate salt), 1-napthalene sulfonic acid, 2-i/apthalene sulfonic acid, acetic acid, trifluoroacetic 
acid, malic acid, tartaric acid, citric acid, lactic acid, oxalic acid, succinic acid, fumaric acid, 
maleic acid, benzoic acid, salicylic acid, phenylacetic acid, and mandelic acid; and 

b) acid salts of organic and inorganic bases containing cations selected from 
the group consisting of alkaline cations, alkaline earth cations, the ammonium cation, aliphatic 
substituted ammonium cations and arorpatic substituted ammonium cations. 

(Amended) A method qf claim--3^$herein the compound of formula 1 is a 
pharmaceutically acceptable salt selected from the group consisting of 

a) basic salts of organic acids and inorganic acids selected from the group 
consisting of hydrochloric acid, hydrobromic acid, sulphuric acid, phosphoric acid, 
methanesulphonic acid, trifluorosi/lphonic acid, benzenesulfonic acid, p-toluene sulphonic acid 
(tosylate salt), 1-napthalene sulfamic acid, 2-napthalene sulfonic acid, acetic acid, trifluoroacetic 
acid, malic acid, tartaric acid, citric acid, lactic acid, oxalic acid, succinic acid, fumaric acid, 
maleic acid, benzoic acid, salicy/ic acid, phenylacetic acid, and mandelic acid; and 

b) acid salt^ of organic and inorganic bases containing cations selected from 
the group consisting of alkaline cations, alkaline earth cations, the ammonium cation, aliphatic 
substituted ammonium cation| and aromatic substituted ammonium cations. 
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\ V fMfc~~A method as in claim 1 for the treatment of solid cancers. 

* mJ / / 

^59. A method as in claim 1 for the treatment of carcinomas, myleoid disorders or 



Please add new claims 68-83 as follows. 



adenomas. 



method as in claimj2^br the treatment/^f carcinomas, myleoid disorders or 



a 

jsssi 



i: : s 

Hi 



1=4 



adenomas. 



method as in claim Jl9 for the treatment of carcinomas, myleoid disorders or 



adenomas. 



Stff^A method as in claim g&for ti)£ treatment of carcinomas, myleoid disorders or 
adenomas. 



adenomas. 




A method as in claim**?Tfbr the treatment of carcinomas, myleoid disorders or 



^74^? method as in clain/ 1 for the treatment of carcinoma of the lung, pancreas, thyroid, 
bladder or colon. 

A method as in qflaim-2$for the treatment of carcinoma of the lung, pancreas, 
thyroid, bladder or colon. 

^*rf>. A method as/in claim^^for the treatment of carcinoma of the lung, pancreas, 
thyroid, bladder or col 
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JFff A method as in claim^#for the treatment of cg/rcinoma of the lung, pancreas, 



thyroid, bladder or colon. 



A method as in claimj^^ar the treatmen^f carcinoma of the lung, pancreas, 



thyroid, bladder or colon. 



A method as in claim 1 for the treatment of myeloid leukemia or villous colon 



adenomas. 



A method as in claim^S for th6 treatment of myeloid leukemia or villous colon 



jp adenomas. 
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f A method as in claims/For the treatment of myeloid leukemia or villous colon 



adenomas. 



* A method as in claim 5(fTor the treatment of myeloid leukemia or villous colon 



adenomas. 



A method as ii/ claim ti^for the treatment of myeloid leukemia or villous colon 
adenomas. ~ 
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